A 30-year-old pregnant female presented with a 2-week history of pityriasis rosea-like eruption. The rash started 2 days after the patient had started taking ondansetron 8 mg for alleviation of moderate-to-severe nausea and vomiting of pregnancy. Physical examination revealed erythematous papulosquamous lesions characterized by annular scaly margins and a dusky centre over the arms, chest, abdomen, lower back and legs. The rash did not involve the palms, sole or mucous membranes, and no lesions were observed on the lymph nodes. Ondansetron was discontinued. The rash ceased to spread and started to disappear within 2 weeks with full resolution noted after 1 month. Analysis of the case using the Naranjo adverse drug reaction probability scale indicated that ondansetron was the probable cause of the pityriasis rosea-like eruption. This is the first case report of pityriasis rosea related to ondansetron therapy.
Introduction
Pityriasis rosea is an acute, self-limited skin condition characterized initially by a single pink or red oval patch of scaly skin, known as the herald patch. The primary plague is followed by the appearance of a secondary eruption consisting of numerous lesions arrayed along the Langer's lines [1, 2] . The generalized rash appears at intervals of a few days and reaches its maximum in about 2 weeks. This exanthem lasts between 2 weeks to a few months. Constitutional symptoms (e.g., malaise, nausea, anorexia, fever, joint pain, lymph node swelling and headache) may precede or accompany the skin eruption [3, 4] . The exact cause of pityriasis rosea is elusive [5] . A number of infectious and noninfectious etiologies have been proposed including viral agents, vaccines and drugs [6, 7] . Pityriasis rosea resolves spontaneously without any further complications. However, its occurrence in pregnancy should be carefully managed as it may be associated with higher rates of spontaneous abortions, premature delivery, or it may have worse fetal prognosis if eruption was seen before 20 weeks' gestation [8] . In this report, we describe a case of pityriasis rosea-like drug reaction to ondansetron in a pregnant patient.
Ondansetron is an antiemetic medication that selectively inhibits the 5-hydroxytryptamine 3 receptor (5-HT 3 antagonist), blocking serotonin, both peripherally on vagal nerve terminals and centrally in the chemoreceptor trigger zone. It is widely used because of its efficacy and safety profile for management of nausea and vomiting induced by cytotoxic chemotherapy and radiotherapy, and for prevention and treatment of postoperative nausea and vomiting. Severe or refractory nausea and vomiting of pregnancy (NVP) is also a common unlabelled indication for the use of ondansetron [9] . over the next 10 days to involve the trunk and lower extremities. The patient reported that the initial patch appeared 2 days after she started ondansetron 8 mg tablets for the control of moderate to severe NVP. The patient was not concurrently taking any other medications. She had neither fever nor symptoms of a viral infection within the previous weeks.
Physical examination revealed erythematous papulosquamous lesions characterized by annular scaly margins and a dusky centre over the arms, chest, abdomen, lower back and legs ( Figure 1 ). The herald lesion was a 4-cm annular scaling plaque located on the right forearm. There were no lesions on the palms or soles, nor mucous membrane or lymph node involvement. Routine blood investigations were within normal limits ( Table 1) .
The clinical appearance was suggestive of pityriasis rosea. In the absence of viral prodromal symptoms, ondansetron was suspected to be the causative factor for the rash, and it was therefore discontinued. The patient was prescribed emollients and local corticosteroids to relieve pruritus.
The rash ceased to spread. Two weeks later, the skin lesions started to disappear, and the patient reported complete resolution of the rash after 1 month. The patient's oral consent was obtained for this case report.
The probability of adverse drug reaction (ADR) was assessed using the Naranjo algorithm [10] . It revealed a probable ADR for a score of +5. The adverse event appeared after ondansetron use (+2); the adverse event improved when the drug was discontinued (+1); there were no alternative drugs which could have caused this reaction (+2).
Discussion
Pityriasis rosea is a common exanthematous skin condition characterized by the appearance of slightly inflammatory, oval, papulosquamous lesions on the trunk and proximal areas of the extremities. A number of infectious and noninfectious etiologies have been proposed as causes of pityriasis rosea. Viral agents such as human herpesvirus-6 and human herpesvirus-7 infection have been reported as the possible etiologic agents [7, [11] [12] [13] .
Pityriasis rosea-like eruptions have been reported as well after administration of Bacillus Calmette-Guerin, influenza, diphtheria, smallpox, hepatitis B and Pneumococcus vaccines. These eruptions have been also associated with drugs like Figure 1 Erythematous annular scaling patch over arms, chest, abdomen, lower back and legs NVP is a common condition that affects approximately 75% of pregnant women [14] . Ondansetron use in the management of NVP is in progressive increase although efficacy and safety data are still limited [15] . The recommended dose is 4 mg every 8 h for moderate NVP, and 4-8 mg every 8 h for severe NVP and hyperemesis gravidarum [16] . Known side effects of ondansetron include confusion, dizziness, constipation, dry mouth, headache, hyperventilation, tachycardia, insomnia, and rarely, hypersensitivity reactions, visual disturbances, chest pain and cardiac arrhythmias [16] [17] [18] . Although there are different cases reporting hypersensitivity reactions to oral and intravenous ondansetron, this side effect is rare and not common [19] [20] [21] . Fixed drug eruptions (FDE) were also reported in association with ondansetron use [22] [23] [24] . FDE has different manifestations from pityriasis rosea. FDE is a distinctive cutaneous drug reaction presents with a single or small number of dusky red or violaceous plaques that leave residual hyperpigmentation after resolution. These lesions typically appear within 30 min to 8 h of administration of the incriminated drug and resolve spontaneously in 7-10 days after discontinuation of the offended agent [25] .
Our patient was suffering from moderate to severe NVP refractory to conservative measures. An initial treatment included dietary changes and over-the-counter remedies, such as vitamin B6 (pyridoxine) and ginger, but without any improvement. The patient was then started on antiemetic medication, metoclopramide, and was then switched to ondansetron after showing no improvement. The patient reported immediate alleviation of nausea and vomiting upon ondansetron use; however, it was stopped after she developed the rash. The patient was diagnosed with pityriasis rosea by history and physical examination. The patient's symptoms were typical regarding the presence of a herald patch, the characteristic morphology and distribution of the lesions, and the absence of symptoms other than pruritus. The patient's history and clinical presentation led to the diagnosis of ondansetron-associated pityriasis rosea. First, the onset of the lesions was associated with the initiation of the drug. Second, the patient was not taking any concurrent medication when the symptoms of pityriasis rosea developed. Third, patient's symptoms progressively improved directly after stopping ondansetron. Fourth, the lack of prodromal malaise eliminates the viral aetiology, although no laboratory testing was performed to fully exclude this possibility.
Conclusion
Although drug-induced pityriasis rosea has been reported for a variety of pharmacological agents, to our knowledge, this is the first reported case associating it with ondansetron. Using the Naranjo scale, ondansetron was considered the probable cause of the pityriasis rosea-like eruption. The clinical diagnosis of a drug aetiology is confirmed by the recovery of the lesions upon withdrawal of the suspected agent.
